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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even If timely filed, may reduce any 
earned patent tenm adjustment See 37 CFR 1.704(b). 

Status 

1 )I3 Responsive to communication(s) filed on 5/9/2006 . 
2a)n This action is FINAL. 2b)S This action is non-final. 

3) G Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 , 453 O.G. 21 3. 

Disposition of Claims 

4) ^ Claim(s) 13-29 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) ^ Claim(s) 13-29 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10) IEI The drawing(s) filed on 01 August 2003 is/are: a)E accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121(d). 

1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received In Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) S Notice of References Cited (PTO-892) 

2) □ Notice of Draflsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 

Paper No(s)/Mail Date . 



4) Q Interview Summary (PTO-413) 

Paper No(s)/Mail Date. - 

5) □ Notice of Informal Patent Application (PTO-152) 

6) □ Other: . 
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DETAILED ACTION 

This application is a DIV of 09/447,966, filed 1 1/23/1999, now US PAT 6,627,616, 
which claims benefit of 60/121,730, filed 02/26/1999 and of 60/146,564, filed 07/30/1999. 

Applicants preliminary amendment filed May 9, 2006, has been received and entered. 
Claims 1-12 have been canceled. Claims 116, 20-27 have been amended. Claims 13-29 are 
pending. 

Election/Restrictions 

Applicant's election of Group I and the species of double stranded in the reply filed on 
February 7, 2006 is acknowledged. Because applicant did not distinctly and specifically point 
out the supposed errors in the restriction requirement, the election has been treated as an election 
without traverse (MPEP § 818.03(a)). 

Upon review of the amended claims and the present disclosure it is found that it would 
not be an undue burden to examine all three groups and all species. Accordingly, the restriction 
requirement mailed April 14, 2006 is withdrawn . 

Claims 13-29 are pending and currently under examination. 

Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a request under 37 CFR 
1.48(b) and by the fee required under 37 CFR 1.1 7(i). 
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Claim Rejections - 35 USC § 112 

Claims 13-29 are rejected under 35 U.S.C. 112, &st paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. 37 CFR 1.1 18 (a) states that "No amendment shall 
introduce new matter into the disclosure of an application after the filing date of the application". 

The present claims were first provided in a preUminary amended filed August 1, 2003, 
which is after the filing date of the apphcation (filed Jirne 20, 2003). Accordingly, the 
preliminary amendment is not considered part of the original disclosure. The specific issue 
regarding the new claims is the recitation of step (b) of "increasing the propensity for a 
macrcomolecules" for "a naked polynucleotide" as required by the claims (see claim 13). 
Literal support for "propensity" amendment can be found on page 9 in paragraph 3 1 of the 
instant disclosure, however this is only in the context of defining "permeability". With respect to 
the delivery of a naked polynucleotide, the guidance and figurative support provided by the 
present specification is for the increase in pressure inside the vessel or with the use of papaverine 
for the delivery of said naked polynucleotide to the extravascular space. 

To the extent that the claimed compositions and/or methods are not described in the 
instant disclosure, claims 13-29 are also rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention, since a disclosure cannot teach one to make or use something that has 
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not been described. In this case, beyond the two means discussed above, the present 
specification relies on the art for altering the "propensity" of a naked polynucleotide to move to 
the extravascular space. While the artisan could contemplate various means to alter the ability of 
a polynucleotide inside a vessel to move to the extravascular space, most would be inconsistent 
with *naked' polynucleotide. For example, providing the polynucleotide in the context of a 
virus, a cell, cleavable polymers or in a liposome composition would alter the ability of the 
polynucleotide, however none of these would be considered "naked". See support for this type 
of guidance on pages 9 and 17 of the present specification. Given the guidance of the 
specification and level of skill in the art, effectively, the skilled artisan is left to determine and 
empirical try a variety of conditions without any specific expectation of success. 

MPEP 2163.06 notes "If new matter is added to the claims, the examiner should reject the 
claims under 35 U.S.C. 1 12, first paragraph - written description requirement. In re Rasmussen, 
650F.2d 1212,211 USPQ323 (CCPA 1981)." MPEP 2163.02 teaches that "Whenever the issue 
arises, the fimdamental factual inquiry is whether a claim defines an invention that is clearly 
conveyed to those skilled in the art at the time the application was filed...If a claim is amended to 
include subject matter, limitations, or terminology not present in the application as filed, 
involving a departure firom, addition to, or deletion firom the disclosure of the application as filed, 
the examiner should conclude that the claimed subject matter is not described in that application. 
MPEP 2163.06 fiuther notes "When an amendment is filed in reply to an objection or rejection 
based on 35 U.S.C. 1 12, first paragraph, a study of the entire application is often necessary to 
determine whether or not "new matter" is involved. Applicant should therefore specifically point 
out the support for any amendments made to the disclosure". 
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The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 13-29 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. Specifically, the claims recite that they encompass a method of analyzing gene 
function, however there is no step where this is performed. The claims simply provide for a 
method of delivery of a nucleic acid, and appear to being incomplete for omitting essential steps, 
such omission amounting to a gap between the steps. See MPEP § 2172.01. The omitted steps 
are steps where gene function is analyzed or how this would be related to dmg design (claims 28 
and 29). 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g.. In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re LongU 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compUance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
groimd provided the conflicting appUcation or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 
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Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fiiUy comply with 37 CFR 
3.73(b). 

Claims 13-29 are rejected on the groimd of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1-4 of U.S. Patent No. 6,627,616 B2. Although the 
conflicting claims are not identical, they are not patentably distinct from each other because each 
of the claim set encompass exactly the same active method steps. The means required to deliver 
a naked polynucleotide given the guidance of the present specification are those set forth in *616. 
Further, in evaluating the consequence of such delivery methods, it would be inherent for said 
polynucleotide to be expressed, or in the case of an anti-sense molecule to affect the 
corresponding gene expression, in a target cell. The broad method of delivery set forth and 
allowed in '616 would be practiced by the artisan for various applied purposes, among them 
providing expression of a gene product through transgene expression or altering an endogenous 
gene through the delivery of an antisense polynucleotide. The dependent claims of '098 set forth 
embodiments generally known in the art to be obvious limitations of antisense molecules or 
essential elements of a transgene required for expression. 

Conclusion 

No claim is allowed. 

Any inquiry conceming this communication or earlier communications from the 
examiner should be directed to Joseph Woitach whose telephone number is (571) 272-0739. 
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If attempts to reach the examiner by telephone are xmsuccessful, the examiner's 
supervisor, Ram Shukla, can be reached at (571) 272-0735. 

Any inquiry of a general nature or relating to the status of this appUcation should be 
directed to the Group analyst Dianiece Jacobs whose telephone nxmiber is (571) 272-0532. 
Joseph T. Woitach 




